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CLAIMS 

1 . A compound of fonnula (T): 



N 

I 




R" R'^ O 



I 3 IT r7/^d8 ® 

3 o H R 



is independently hydrogen, Ci^ alkyl or C3-6 cycloalkyl; 

R2 is independently aryl. heteroaryl or a group C^alkylR'. CO(Ci^alkyl)R' or 
S02(C,-6alkyl)R='; 

or R' and R^ together with the nitrogen atom to which they are attached form a 4 to 7- 

membered saturated ring optionaUy containing a carbonyl group. O, S or N atom and 

optionally substituted by one or more Ci^ alkyl. amino, hydroxy, COaCi^ alkyl COQ « 

alkyl. halogen. C,^ alkylhydroxy. NR><>r" where R>° and R» are independently hydrogen 

Ci^ alkyl or together with the nitrogen atom to which they are attached form a 5- or 6- 

membered saturated ring optionally containing a furtiier O, S or NR> group Ci^ 

alkylNR'^R" where R^^ and R" are independenfly hydrogen or C^.^ alkyl, CONR^ or 

optionally substituted by Q^alkylR', aryl, phenoxy, COaryl, COheteroaryl or a hetero'aryl 

group, tiie latter six groups being optionaUy substituted by halogen, amino, hydroxy 

cyano. ni^tro. carboxy, CONR^^R". SO^NR^^R", S0,R^\ trifluorometiiyl. NHS0.R'^ 

TS^^ ' ethylenedioxy. metiiylenedioxy. alkyl, alkoxy, C.^ alkyl NR'°R"', 
SR"orNR*°R"; 

Het is a heteroaryl ring chosen from pyridine, pyrimidine, pyrazine. pyridazine or triazine 
and optionally substituted by halogen, amino, hydroxy, cyano. nitro. carboxy, CONR'^r" 

^^"^^l ' mSOJR}\ NHCOR", alkyl. alkoxy. SR'^ ' 

orNR'°R"; 
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is independently hydrogen. Ci^ alkyl or €3^ cycloalkyl; 

R" is independentty hydrogen, C^s alkyl, C3-8 cycloalkyl, arylCi-jalkyl or 
heteroarylCi.salkyl, the latter three groups being optionally substituted by one or more 
halogen, amino, hydroxy, Ci-e alkyl, Ci^ alkoxy, SR*^ or NR^°R"; 

R^ is independenfly hydrogen, Ci^ alkyl or C3-6 cycloalkyl; 

R* is independently hydrogen, Ci^ alkyl or €3^ cycloalkyl; 

R'' is independentty hydrogen, Ci^ alkyl or €3^ cycloalkyl; 

R' is independently hydrogen, aryl. heteroaryl or Ci^ alkyl optionally substituted with one 
or more aryl, heteroaryl, halogen, amino, hydroxy, carboxy, C0NR*^R", SOiNR^^R", 
S02R'^ NHS02R'^ NHCOR^^ Ci^ alkyl, €3^ cycloalkyl, C,^ alkoxy, SR'^ or NR^V'; 

or a pharmaceutically acceptable salt thereof. 

2. A compound according to claim 1 in which R^ is hydrogen or d-ealkyl and R^ is 
CH2R' or CH2CH2R' where R' is phenyl or a 5- or 6-membered aromatic ring containing 
one or two heteroatoms and optionally substituted by Ci^alkyl 

3. A compound according to claim 1 or 2 in which R* and R^ foim a piperidine, 
piperazine. pyrrolidine, morpholine, or thiomoiphoUne ring optionally substituted by 
CH2OH. CH2CH2OH, hydroxy. CONH2, phenyl, phenoxy, C(0)-fiiryl, the latter three 
groups being optionally substituted by halogen, in particular chloro 

4. A compound according to any one of claims I to 3 in which R^ is hydrogen. 

5. A compound according to any one of claims 1 to 4 in which R'* is hydrogen. 

6. A compound according to any one of claims 1 to 5 in which R^ is hydrogen or phenyl 
optionally substituted by Ci^ alkyl or Ci^ alkoxy. 



7. A compound of formula (I) selected from: 
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N~l--[Cyano(2-methoxyphenyl)methyl]-N~2~K2-morpholin-4-yIpyiimiddn-4-^^^ 

leucinamide 

N~l--[Cyano(2-methoxyphenyl)methyl]-N~2~-(2-piperazin-l-ylpyriimdin^^^^^ 
leucinamide, 

N-[Cyano(2-methoxyphenyl)methyl]-N-(2-moipholin-4-ylpyriimdin-4-yl).L- 
phenylalaninamide 

N~l-[Cyano(2-methoxyphenyl)methyl]-3-cyclohexyl-N~2~-(2-moiphoUn-4- 
ylpyrimidin-4-yl)-I^alaninainide 

N-[2-(Benzylamino)pyriinicUn-4-yl]-N-(cyanomethyl)-L-phenylalaninaniide 

N-{2-IBenzyl(methyl)amino]pyrimidin-4-yl}-N-(cyanomethyl)-I^phenylalam 

N-{2-[4K4-CWorophenyl)piperazin-l-yl]pyriniidin-4-yl}-N-(cyanomethyl)-I^ 
phenylalaninamide 

N~2~-[2-(Beiizylamino)pyrimidin-4-yl]-N-l~-(cyanomethyl)-3-cyclohexyl-I^ 
alaninamide 

N~2~-{2-[Benzyl(methyl)anuno]pyriimdin-4-yl)-N~l~-(cyanomethyl)-3^^^^ 
L-alaninamide 

N~2~-{2-[4-(4-Chlorophenyl)piperazin-l-yl]pyrimidin-4-yl}-N~l~-(cyanomethyl)-3- 
cyclohexyl-L-alaninamide 

N~l~-(Cyanomethyl)-N~2~-(4-morpholin-4-ylpyrimidin-2-yl)-I^leucinanude 

N~l~-(Cyanomethyl)-N~2~-(2-morpholin-4-ylpyrimidin-4-yl)-L-leucinamide 

N~l~KCyanomethyl)-N~2~-[2K4-hydroxy.4-phenylpiperidin-l-yl)pyrimidin-4-y« 
leucinamide 

N~l~-(Cyanomethyl)-N~2~-{2-[methyl(pyridin.3-ylmethyl)amino]pyiimidin-4-y^ 
leucinamide 

N~2~-{2-Pen2yl(methyl)amino]pyriniidin-4-yI}-N~l~-(cyanomethyl)-I.leucinamide 

N~2~-{244-(4-CMorophenyl)piperazin-l-yl]pyrimidin-4-yl}.N~l~-(cyanomethyl)-L- 
leucinamide, 

N~2~-{2-[4-(5-Chloropyridin-2-yl)pipera2in-l-yl]pyrimidin-4-yI}-N~l~- 
(cyanomethyl)-L-leucinamide, 

N~l~-(Cyanomethyl)-N-2~-{2-[methyl(thien.3-ylmethyl)amino]pyrimidin-4-yl^ 
leucinamide 

N~l~KCyanomethyl)-N~2~K2-thiomorphoUn-4-ylpyrimidin-4-yl)-L-leucinamide 
N~l~-(Cyanomethyl)-N-2~-[2-(4-phenylpiperazin-l-yl)pyrimidin-4-yl]-I^^^^ 

N~l~-(Cyanomethyl)-N~2~-{2-[2-(hydroxymethyl)plperidin-l-yl]pyrimidin-4-yl}-L. 
leucinamide 
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N-l~-(Cyanomethyl)-N~2~-{2.[(2R)-2Khydroxymethyl)pytroUdin-l-^^^^ 
yl l-L-leucinamide 

N~l~KCyanomethyl)-N~2~.[2K4-hydroxypiperidin-l-yl)pyrimidin^^^^ 
leucinamide 

N-l--(Cyanomethyl)-N~2~-{2-[4-(2-furoyl)pipera2in-l-yl]pyri^ 

N~2~-{2-[3-(Aminocarbonyl)piperidin-l-yl]pyrimidin-4-yl}-N~l~-(cyanometo^^^ 
leucinamide 

N~l~-(Cyanomethyl).N~2~-{2-[methyl(2-pyridin-2-ylethyl)anun^ 
leucinamide 

N~2~-[2-(4-Ben2ylpiperidin-l-yl)pyrimidin-4-yl^N~l~-(cyanomethyl)-^^^ 

N~l~-(Cyanomethyl)-N~2--[2<4.pyridin-2-ylpiperazin-l-yl)pyrim 

leucinamide • - 

N-l~-(Cyanomethyl)-N~2~-[2-(4-phenylpiperidin-l-yl)pyrimidin-4-yl]-^^^^ 

N~l~-(Cyanomethyl)-N~2~-{2-[4-(2-hydroxyethyl)piperidin-l-yl]py^^ 
leucinamide 

N~2~-{2-[4-(3-CWorophenyl)piperazin-l-yl]pyrimidin-4-yl}-N~l~-(cyanomethyl)-L. 
leucinamide 

N~l~-(Cyanometliyl)-N~2~-[2-(4-phenoxypiperidin-l-yl)pyrimidin-4-yl]-L- 
leucinamide 

N~l~-(Cyanomethyl)-N~2~-[2-(3-phenylpyiTolidin-l-yl)pyrimidin-4-yl]-L- 
leucinamide 

N~l~-(Cyanomethyl)-N~2~-(2-{methyl[(3-methylisoxazol-5-yI)methyl]amino} 
pyrimidin-4-yl)-L-leucinamide 

and pharmaceutically acceptable salts thereof. 

8. A compound of formula (D as defined in any one of claims 1 to 7 for use in therapy. 

9. A pharmaceutical composition which comprises a compound of the formula (D as 
defined in any one of claims 1 to 7 or a pharmaceuticaUy acceptable salt thereof and a 
pharmaceutically acceptable diluent or carrier. 

10. A method for producing inhibition of a cysteine protease in a mammal, such as man. 
in need of such treatment, which comprises administering to said mammal an effective ' 
amount of a compound of the present invention as defined in any one of claims 1 to 7 or a 
pharmaceutically acceptable salt thereof. 
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1 1. A method for treating pain, such as neuropathic pain, in a mammal, such as man. in 
need of such treatment, which comprises administering to said mammal an effective 
amount of a compound as defined in any one of claims 1 to 7, or a pharmaceutically 
acceptable salt thereof. 



